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University of Massachusetts, USA 

PCT Int. Appl., 51 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 9905167 
W: AU, 
RW: AT, 
PT, 

AU 9885862 
PRIORITY APPLN. 



CA, 
BE, 

SE 



Al 
JP, KR 
CH, CY, 

Al 



19990204 



WO 1998-US15354 19980724 



DE, DK, ES, FI, FR, GB, GR, IE, IT, LU, MC, NL, 



19990216 



AU 1998-85862 19980724 
INFO. : US 1997-53737P P 19970725 

WO 1998-US15354 W 19980724 
AB This invention features a mutant staphylococcal alpha hemolysin 
(. alpha. HL) polypeptide contg. a heterologous metal 

-binding amino acid. The polypeptide assembles into a heteroheptameric 
pore assembly in the presence of a wild type . alpha. HL 
polypeptide. Preferably, the metal-binding amino acid occupies 
a position in a transmembrane channel of the 
heteroheptameric pore assembly, e.g., an amino acid in the 
stem domain of WT . alpha. HL is substituted with a 
heterologous metal-binding amino acid. More preferably, 
the metal-binding amino acid projects into the lumen 
of the transmembrane channel . 
REFERENCE COUNT: 1 THERE ARE 1 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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L22 ANSWER 1 OF 2 HCAPLUS COPYRIGHT 2003 ACS 
ACCESSION NUMBER: 1997:331282 HCAPLUS 

DOCUMENT NUMBER: 127:62190 

TITLE: A predicted .beta. -sheet from class S components of 

staphylococcal . gamma . -hemolysin is 

essential for the secondary interaction of the class F 
component 

Meunier, O. ; Ferreras, M. ; Supersac, G. ; Hoeper, F. ; 
Baba-Moussa, L.; Monteil, H.; Colin, D. A.; 
Menestrina, G. ; Prevost, G. 

Institut de Bacteriologie de la Faculte de Medecine de 
Strasbourg, 3, rue Koeberle, Strasbourg, F-67000, Fr. 
Biochimica et Biophysica Acta (1997), 1326(2), 275-286 
CODEN: BBACAQ; ISSN: 0006-3002 
Elsevier 
Journal 
English 

Site-directed mutagenesis was performed on genes encoding HlgA and HlgC, 
two of the three proteins expressed from the staphylococcal 
. gamma . -hemolysin locus, which originate two pore 

-forming toxins (HlgA+HlgB, HlgC+HlgB) . As related proteins, HlgA and 
HlgC were found to bind first to cell membranes. Amino 
acid substitutions concerning residues that would 

predictably disrupt a 13 amino acid conserved .beta. -sheet of the Chou and 
Fasman secondary structure prediction were created. The mutation of a 
threonine into an aspartic acid residue from HlgA (T28D) and from HlgC 
(T30D) that would break this predicted N-terminal structure lowered 
dramatically the biol. activities towards purely lipidic vesicles, 
erythrocytes, and polymorphonuclear cells. The change in secondary 
structure was confirmed by Fourier Transform IR spectroscopy. The binding 
of mutated and native proteins at the same kind of sites onto 
polymorphonuclear cells was evidenced with flow cytometry and 
f luorescein-labeled anti-class S antibodies or wild type HlgA or HlgC. 
However, the subsequent binding of f luorescein-labeled HlgB to 
membrane-bound mutated HlgA or HlgC complexes was inhibited. In 
conclusion, the initial binding of class S components is essential for the 
subsequent binding of class F components, and a predicted .beta. -sheet 
seems to be at least one of the functional domains involved. 
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121: 129301 

A pore -forming protein with a metal 
-actuate'cf' switch 

Walter, Barbara; Kasianowicz, John; Krishnasastry, 
^.Musti; Bayley, Hagan 

■^Worcester Found. Exp. Biol., Shrewsbury, MA, 01545, 
USA 

Protein Engineering (1994), 7(5), 655-62 
CODEN: PRENE9; ISSN: 0269-2139 
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DOCUMENT TYPE: Journal 
LANGUAGE: English 
AB Staphylococcal . alpha . -hemolysin, a pore 

-forming .exotoxin, is a polypeptide of 293 amino acids that is secreted by 
Staphylococcus aureus as a water-sol. monomer. It assembles to form 
hexameric pores in lipid bilayers. Previous studies of 
pore formation have established the involvement of a central 
glycine-rich loop. Here, the authors show that when five consecutive 
histidine residues replace amino acids 

130-134 at the midpoint of the loop, they provide a switch with which 
pore activity can be (i) turned off by micromolar concns . of 
divalent zinc ions and (ii) turned back on with the chelating agent EDTA. 
Planar bilayer recordings show that Zn2+ and EDTA can act on open channels 
from either side of the bilayer and thus demonstrate that the central loop 
lines part of the conductive pathway. The authors 1 results suggest that 
genetically-engineered pore-forming proteins might make useful 
components of metal ion sensors. 
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2002:906293 HCAPLUS 
138:8311 

Staphylococcus aureus proteins and nucleic acids and 
their diagnostic and therapeutic uses for 
■Staphylococcal infections 

'Masignani, Vega; Mora, Marirosa; Scarselli, Maria 
Chiron Spa, Italy 
PCT Int . Appl. , 4 9 pp. 
CODEN: PIXXD2 
Patent 
English 
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PRIORITY APPLN. 

AB The inventi 
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AG, AL, AM, 
CR, CU, CZ, 
HR, HU, ID, 
LT, LU, LV, 
PT, RO, RU, 
UG, US, UZ, 
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GM, KE, LS, 
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cus aureus s 
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20021128 



WO 2002-IB2637 



20020327 



AT, AU, AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, 

DE, DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, 

IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, 

MA, MD, MG, MK, MN, MW, MX, MZ, NO, NZ, OM, PH, 

SD, SE, SG, SI, SK, SL, TJ, TM, TN, TR, TT, TZ, 

VN, YU, ZA, ZM, ZW, AM, AZ, BY, KG, KZ, MD, RU, 

MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW, AT, BE, CH, 

FI, FR, GB, GR, IE, IT, LU, MC, NL, PT, SE, TR, 

CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG 
GB 2001-7661 A 20010327 

2821 nucleic acid coding sequences from 
train NCTC 8325 along with their inferred 
The. proteins are useful for vaccines, immunogenic 

nzymic studies, and also as targets for 
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1995:883755 HCAPLUS 
124 :23160 

Activation of . alpha . -toxin translation in 
Staphylococcus aureus by the trans-encoded antisense 
RNA, RNAIII 

Morfedt, Eva; Taylor, David; von Gabain, Alexander; 
Arvidson, Staffan 

, Cent., Karolinska Inst., 
Swed. 

14(18), 4569-77 
0261-4189 



Microbiol. Tumorbiol , 
Stockholm, S-171 77, 
EMBO Journal (1995) , 
CODEN: EMJODG; ISSN: 
Oxford University Press 
Journal 
English 

The synthesis of virulence factors in Staphylococcus aureus is controlled 
by a regulatory RNA mol . , RNAIII, encoded by the agr locus. Transcription 
of genes coding for secreted toxins and enzymes is stimulated, while 
transcription of cell-surface protein genes is repressed by RNAIII. In 
the case of staphylococcal . alpha . -toxin, RNAIII also seems to stimulate 
translation by an independent mechanism. In this report we show that in a 
mutant lacking RNAIII the rate of . alpha . -toxin (hla) prodn. relative to 
the cellular concn. of hla mRNA was reduced 10-fold as compared with the 
wild-type strain. A 75% complementarity between the 5' end of RNAIII and 
the 5' untranslated region of the hla transcript suggests a direct 
interaction between the RNAs . A complex of RNAIII and hla mRNA was 
demonstrated in exts.-af total RNA from the wild-type strain, and also 
with in vitro synthesized RNAs. RNase Tl digestion expts. revealed that 
the ribosome bindirig site of the hla transcript is blocked by intramol. 
base-pairing. ^Hybridization with RNAIII prevents this intramol. 
base-pairing v and makes the hla mRNA accessible for translation initiation. 
This is, to, -.our knowledge, the first example of an antisense RNA that 
st imulat es -'translation of the target mRNA. 
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